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Reduced cardiac expression of plasminogen activator inhibitor 1 ... 

Conclusion; These results suggest that perindopril reduces cardiac PAM and ... 
or without a sulfhydryl group; bradykinin may improve insulin resistance in ... 
heart.bmjiournais.com/cgi/content/fuli/91/1/80 - Similar panes 

rpDFi The Role of the Thiol Group in the Antithrombotic Action of Captopril 

File Format; PDF/Adobe Acrobat - View as HTML 

involvement of the sulfhydryl group in the antithrombotic effect of ... 

Increased PAM Ag levels, accompanied by no difference observed ... 
www.schattauer.de/zs./thromb/2000/1 1/pdf/ietters.pdf - Similar pa tae s 

Nutrition Journal | Full text | Homocysteine and reactive oxygen ... 

R = any organic compound in the plasma with a thiol group (-SH) accessible ... 

Cross linking or vulcanization of sulfhydryl rich proteins (leading to stiff ... 
w\ww.nutritionj.conVcontent/3/1/4 - 245k - Cached - .Slmiiia.r.S.^ges 

fppR Statin Drugs and Dietary Isoprenoids Downreaulate Protein ... 

File Format; PDF/Adobe Acrobat - View as HTML 

and conjugate to proteins via cystine sulfhydryl groups, located near the carboxy 
termini of ... downreguiate the enzyme inhibitor, PAH , which inhibits the ... 
wwVif.protein.bio.msu.ru./biokhimiya/ contents/v67/pdf/bcm_0085.pdf • Similar 

Full Article 

In the absence of PAM, tPA activates plasminogen to generate plasmin. ... 

Because of their sulfhydryl linkages, prenylated conjugates are subject to ... 
www.protein.bio.msu.ru/biokhimiya/ contents/v67/fuil/6701 0099.html - 28k - Cached - 

Angiogenesis and Cancer Control: From Concept to Therapeutic Trial 
(PAM). Trace Elements, Copper, Zinc. Oncogenes, c-myc ... (3) contains a 
sulfhydryl group that converts plasminogen to angiostatin, ... 
vww.moffilt.usf.edu/pubs/ccj/v6n5/atticie2.htm - 202k - Cached - Similar oaoes 

Abstracts (2004) 

Binding of monoclonal antibody MA-55F4C12 to PAM induced a decrease in k(lim) 
and K(0.5) at any pH but did not affect either the pKa of the group or an ... 
pharm.kuleuven.be/biotech/abstract14.htm - 38k - Cached - Similar pages 

Protective Effects of Angiotensin II Interruption 

... MMP = matrix metalloproteinase; PAM = platelet activator inhibitor-1; ... 

This sulfhydryl group is thought to be responsible for many of the ... 

www.medscape.com/viewarticle/515319_print - 94k ■■ .Cachjsd - Simnarpa^ 

JBC - Komissarov et al. 279 (22): 23007 

In the present study, the S338C mutant variant of PAM with NBD group attached 
to the sulfhydryl group of cysteine (NBD P9 PAM) has been used to examine ... 

www.Jbc.org./cgi/contenVfull/279.'22/23007 - Similar pages 

Carbenoxolone Induces Oxidative Stress in Liver Mitochondria ... 

The protein sulfhydryl group oxidation assay was performed as in Santos et al. 

(18). ... Pyridine nucleotide (A) and sulfhydryl group (B) oxidation in the ... 

endo.endojournais.org/cgi/content/full/1 46/5/2306 - Sitrsilar pages 
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=> file medline, uspatful, scisearch, dgene, embase, wpids, biosis, biotechds 
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ENTRY SESSION 

FULL ESTIMATED COST 0.21 0.21 

FILE 'MEDLINE* ENTERED AT 07:06:05 ON 17 DEC 2005 

FILE 'USPATFULL* ENTERED AT 07:06:05 ON 17 DEC 2005 
CA INDEXING COPYRIGHT (C) 2005 AMERICAN CHEMICAL SOCIETY (ACS) 

FILE 'SCISEARCH' ENTERED AT 07:06:05 ON 17 DEC 2005 
Copyright (c) 2005 The Thomson Corporation 

FILE 'DGENE' ENTERED AT 07:06:05 ON 17 DEC 2005 
COPYRIGHT (C) 2005 THE THOMSON CORPORATION 

FILE 'EMBASE' ENTERED AT 07:06:05 ON 17 DEC 2005 
Copyright (c) 2005 Elsevier B.V. All rights reserved. 

FILE 'WPIDS' ENTERED AT 07:06:05 ON 17 DEC 2005 
COPYRIGHT (C) 2005 THE THOMSON CORPORATION 

FILE 'BIOSIS* ENTERED AT 07:06:05 ON 17 DEC 2005 
Copyright (c) 2005 The Thomson Corporation 

FILE 'BIOTECHDS' ENTERED AT 07:06:05 ON 17 DEC 2005 
COPYRIGHT (C) 2005 THE THOMSON CORPORATION 

=> s (PAI-1 and sulfhydryl group) 
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L2 72 LI AND (CYSTEINE OR METHIONINE SUBSTITUTION) 
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The previous command name entered was not recognized by the system. 

For a list of commands available to you in the current file, enter 
"HELP COMMANDS" at an arrow prompt (=>) . 
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=> s 13 and 14 
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=> d 14 ti abs ibib tot 



L4 ANSWER 1 OF 6 BIOSIS COPYRIGHT (c) 2005 The Thomson Corporation on STN 
TI Renin-angiotensin-aldosterone in the perinatal and neonatal period. 

AB This article presents the renin-angiotensin-aldosterone system in animals 
and humans in the perinatal and neonatal period. The renin-angiotensin- 
aldosterone system plays an integral role in the physiology of normal 
pregnancy. During pregnancy plasma angiotensin II, plasma renin activity 
and aldosterone levels increase their activity in the renin-angiotensin- 
aldosterone system in the newborn of various species . 

ACCESSION NUMBER: 2000:76107 BIOSIS 

DOCUMENT NUMBER: PREV2 00000076107 

TITLE: Renin-angiotensin-aldosterone in the perinatal and neonatal 

period. 

AUTHOR (S) : Ozog, Malgorzata [Reprint author] ; Skrzypczak, Wieslaw 

P. 

CORPORATE SOURCE: ul . Chopina 59/5, 71-466, Szczecin, Poland 

SOURCE: Medycyna Weterynaryjna, (Nov., 1999) Vol . 55, No. 11, pp. 

737-741. print. 

CODEN: MDWTAG. ISSN: 0025-8628. 

DOCUMENT TYPE: Article 

General Review; (Literature Review) 

LANGUAGE: Polish 

ENTRY DATE: Entered STN: 23 Feb 2000 

Last Updated on STN: 3 Jan 2002 

L4 ANSWER 2 OF 6 BIOSIS COPYRIGHT (c) 2005 The Thomson Corporation on STN 

TI Epiphysis, melatonin and biological rhythm. 

ACCESSION NUMBER: 1998:475582 BIOSIS 

DOCUMENT NUMBER: PREV199800475582 

TITLE: Epiphysis, melatonin and biological rhythm. 

AUTHOR (S) : Skrzypczak, Wieslaw F. [Reprint author] 

CORPORATE SOURCE: ul . Rugianska 35/19, 71-677 Szczecin, Poland 

SOURCE: Medycyna Weterynaryjna, (1998) Vol. 54, No. 9, pp. 586-589. 

print . 

CODEN: MDWTAG. ISSN: 0025-8628. 

DOCUMENT TYPE: Article 

General Review; (Literature Review) 

LANGUAGE: Polish 

ENTRY DATE: Entered STN: 5 Nov 1998 

Last Updated on STN: 5 Nov 1998 

L4 ANSWER 3 OF 6 BIOSIS COPYRIGHT (c) 2005 The Thomson Corporation on STN 

TI Monthly variations in the pharmacokinetics of antipyrine in calves. 

AB In the experiment (on the basis of values of antipyrine (phenazone) 

pharmacokinetics parameter) , biotransformation activity of calves liver 
during a year was determined. The experiment was carried out on calves 
aged 28-30 days. Volume of distribution (V-d) , half-life (t-0,5) and 
metabolic clearance (C-A) of antipyrine were from month to month 
determined. Not significant changes between values of V-d, t-0,5 and C-A 
in several months were observed. Results of experiment indicated that 
calves' liver is characterized by the relatively stabile 
biotransformat ional activity during the whole year. 

ACCESSION NUMBER: 1993:452353 BIOSIS 

DOCUMENT NUMBER: PREV199396097253 

TITLE: Monthly variations in the pharmacokinetics of antipyrine in 

calves . 

AUTHOR (S) : Janus, Krzysztof [Reprint author]; Baranow-Baranowski , 

Stanislaw; Jakubowska, Dorota; Jankowiak, Dorota; 

Skrzypczak, Wieslaw F. 

Dep. Animal Physiology, ul . Doktora Judyma 6, 71-466 
Szczecin, Poland 



CORPORATE SOURCE: 




SOURCE : 



Archivum Veterinarium Polonicum, Vol . 32, No. 3-4, pp. 
113-118 . 1992 (1993) . 

ISSN: 1230-5359. 

DOCUMENT TYPE: Article 

LANGUAGE : Engl i sh 

ENTRY DATE: Entered STN: 5 Oct 1993 

Last Updated on STN: 6 Oct 1993 

L4 ANSWER 4 OF 6 BIOSIS COPYRIGHT (c) 2005 The Thomson Corporation on STN 
TI Seasonal variations of antipyrine pharmacokinetics parameters in calves. 

AB In the experiment the values of parameters of antipyrine kinetics were 
defined (V-d - volume of distribution, t-0 . 5-half -life, C-A-metabolic 
clearance) in calves in January, April, July and October 1986 and in 
January and July 1987. Statistically significant increase of distribution 
volume and increase of hepatic antipyrine clearance were recorded, as well 
as significant shortening of half-life of this substance in the organism 
of tested animals in summer 1986 and 1987, compared with the remaining 
seasons of the year. Antipyrine pharmacokinetics in winter, spring, 
autumn 1986 and winter 1986/87 did not differ significantly. 

ACCESSION NUMBER: 1993:392707 BIOSIS 

DOCUMENT NUMBER: PREV199396068007 

TITLE: Seasonal variations of antipyrine pharmacokinetics 

parameters in calves . 

AUTHOR (S) : Janus, Krzysztof; Baranow-Baranowski , Stanislaw; 

Jakiibowska, Dorota; Jankowiak, Dorota; Skrzypczak, 

Wieslaw F. 

CORPORATE SOURCE: Dep . Anim. Physiol., Fac . Anim. Husbandry, Agric. Univ. , 

ul . Doktora Judyma 6, 71-466 Szczecin, Poland 
SOURCE: Archivum Veterinarium Polonicum, (1992) Vol. 32, No. 1-2, 

pp. 67-73. 

ISSN: 1230-5359. 

DOCUMENT TYPE: Article 

LANGUAGE: English 

ENTRY DATE: Entered STN: 23 Aug 1993 

Last Updated on STN: 24 Aug 1993 

L4 ANSWER 5 OF 6 BIOSIS COPYRIGHT (c) 2005 The Thomson Corporation on STN 
TI Pharmacokinetics of antipyrine in calves during first 35 days of life. 

AB The experiment was carried out on 10 bull-calves of black-white breed, 

aged 2-35 days. The following parameters of antipyrine pharmacokinetics 
were determined: V-d - volume of distribution, t-0. 5 - biological 
half-life, C-A - metabolic clearance. It has been shown statistically 
that the volume of antipyrine distribution (expressed in 1/kg) was 
significantly decreasing with age of examined animals. The antipyrine 
half-life proved to be the longest on the 20th day of calves* life and the 
shortest on the 10th and 30th day. The maximum values of metabolic 
clearance of antipyrine were observed in calves aged 10 days and the 
minimum ones in animals aged 20 days. In the cases of t-0. 5 and C-A a 
tendency of changes of values of these parameters of antipyrine 
pharmacokinetics in 10 days periods was observed, 

ACCESSION NUMBER: 1993:392706 BIOSIS 

DOCUMENT NUMBER: PREVl 993 96068 006 

TITLE: Pharmacokinetics of antipyrine in calves during first 35 

days of life. 

AUTHOR(S): Janus, Krzysztof; Baranow-Baranowski, Stanislaw; 

Jakubowska, Dorota; Jankowiak, Dorota; Skrzypczak, 

Wieslaw F. 

CORPORATE SOURCE: Dep. Anim. Physiol., Fac. Anim. Husbandry, Agric. Univ., 

ul . Doktora Judyma 6, 71-466 Szczecin, Poland 
SOURCE: Archivum Veterinarium Polonicum, (1992) Vol. 32, No. 1-2, 

pp. 75-81. 

ISSN: 1230-5359. 

Article 



DOCUMENT TYPE: 




LANGUAGE : 
ENTRY DATE: 



English 

Entered STN: 23 Aug 1993 

Last Updated on STN: 24 Aug 1993 



L4 ANSWER 6 OF 6 BIOS IS COPYRIGHT (c) 2005 The Thomson Corporation on STN 
TI The influence of ACTH and hydrocortisone on drug kinetics in calves on the 
example of antipyrine test. 

AB The aim of the experiment carried out on 2 groups (to comprise 8 

specimens) bull calves, of neb. breed, at the age of 60 to 65 days and of 
an average body weight 90 +~ 5 kg, was to define the effect of 
intramuscular ACTH (0,2j.m. kg b.w.) and hydrocortisone (0,2 mg kg b.w.) 
injections on the hepatic biotransformation of antipyrine. No changes 
were noticed in the quantity of antipyrine distribution space V-d under 
the influence of the hormonal preparations applied. Shorter time of 
antipyrine halflife from the body T/2 was observed, yet the differences 
stated have not confirmed statistically. ACTH and hydrocortisone 
injections caused the increase in constant elimination value of antipyrine 
from the organism k as well as the increase in the quantity of hepatic 
antipyrine clearance Cl A. The differences observed have not turned out 
to be statistically significant. 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

AUTHOR (S) : 

CORPORATE SOURCE: 
SOURCE : 



1993:99071 BIOSIS 
PREV199395054267 

The influence of ACTH and hydrocortisone on drug kinetics 
in calves on the example of antipyrine test. 

Janus, Krzysztof [Reprint author]; Jakubowska, Dorota; 

Jankowiak, Dorota; Skrzypezak, Wieslaw F. 

ul . Bohaterow Stalingradu 7/4, 74-100 Gryfino, 

Polskie Archiwum Weterynaryjne, (1991) Vol . 31, No. 1-2, 
pp. 25-31. 

CODEN: PARWAC. ISSN: 0079-3647. 



DOCUMENT TYPE: 
LANGUAGE : 

ENTRY DATE: 



Article 

Polish 

Entered STN: 9 Feb 1993 

Last Updated on STN: 10 Feb 1993 
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E SKRZYPCZAK, J/AU 
L3 29 S El 
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=> s 13 and 11 
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1 SKRZYPCZAKJANKUN/AU 

4 9 SKRZYPCZAKJANKUN E/AU 

2 SKRZYPCZAKOW L/AU 
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24 SKRZYPCZAKOWA L/AU 

1 SKRZYPCZAKPIETRASZEK E/AU 




Ell 

E12 



15 

1 



SKRZYPCZNSKI Z/AU 
SKRZYPCZNSKI ZBIGNIEV/AU 



=> d his 

{FILE *HOME' ENTERED AT 07:05:25 ON 17 DEC 2005) 



LI 

L2 

L3 

L4 

L5 

L6 



=> d 12 ti abs ibib 1-20 

L2 ANSWER 1 OF 72 USPATFULL on STN 

TI Antibodies and/or conjugates thereof which bind to the amino terminal 
fragment of urokinase, compositions and uses thereof 

AB Antibodies and/or conjugates thereof which bind to the amino terminal 
fragment of urokinase, compositions and uses thereof are provided. The 
antibodies and antibody conjugates, which may include a therapeutic 
agent or a diagnostic agent, may be used to treat, prevent or detect 
diseases such as for example cancer. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

ACCESSION NUMBER: 2005:267608 USPATFULL 

TITLE: Antibodies and/or conjugates thereof which bind to the 

amino terminal fragment of urokinase, compositions and 
uses thereof 

INVENTOR (S): Mazar, Andrew P., San Diego, CA, UNITED STATES 

Ternansky, Robert J., San Diego, CA, UNITED STATES 
Parry, Graham, San Diego, CA, UNITED STATES 
Gladstone, Patricia L. , San Diego, CA, UNITED STATES 
Gawlak, Susan, Hamden, CT, UNITED STATES 

PATENT ASSIGNEE (S) : AttenuonLLC (U.S. corporation) 

NUMBER KIND DATE 



PATENT INFORMATION: US 2005232924 A1 20051020 

APPLICATION INFO.: US 2004-993007 A1 20041118 (10) 

NUMBER DATE 



PRIORITY INFORMATION: US 2003-523255P 20031118 (60) 

DOCUMENT TYPE : Utility 

FILE SEGMENT: APPLICATION 

LEGAL REPRESENTATIVE: Sunil K. Singh, Dorsey Sc Whitney LLP, Intellectual 

Property Department, Four Embarcadero Center, Suite 
3400, San Francisco, CA, 94111-4187, US 
NUMBER OF CLAIMS: 42 

EXEMPLARY CLAIM: 1 

NUMBER OF DRAWINGS: 14 Drawing Page(s) 

LINE COUNT: 2282 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

L2 ANSWER 2 OF 72 USPATFULL on STN 
TI Method for preparing modified polypeptides 

AB Methods for producing polypeptide with altered immunogenicity or 



FILE 'MEDLINE, USPATFULL, SCISEARCH, DGENE, EMBASE, WPIDS, BIOSIS, 
BIOTECHDS' ENTERED AT 07:06:05 ON 17 DEC 2005 
105 S (PAI-1 AND SULFHYDRYL GROUP) 

72 S LI AND ( CYSTEINE OR METHIONINE SUBSTITUTION) 

E SKRZYPCZAK, J/AU 
29 S El 
6 S E2 

0 S L3 AND L4 
0 S L3 AND LI 

E SKRZYPCZAK-WYNIMKO, J/AU 




improved stability properties are disclosed. The methods involve a) 
expressing a diversified population of nucleotide sequences encoding a 
polypeptide of interest, b) screening the polypeptides expressed in step 
a) for function, immunogenicity and/or stability, c) selecting 
functional polypeptides having altered immunogenicity and/or increased 
stability, e.g. functional in vivo half-life as compared to the 
polypeptide of interest, and d) optionally subjecting the nucleotide 
sequence encoding the polypeptide selected in step c) to one or more 
repeated cycles of steps a)-c). In a further step the expressed 
polypeptides of step a) or c) can be conjugated to at least one 
non -polypeptide moiety. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



ACCESSION NUMBER: 
TITLE: 

INVENTOR (S) : 



2005 : 255891 USPATFULL 

Method for preparing modified polypeptides 
Halkier, Torben, Solroed Strand, DENMARK 
Pedersen, Anders Hjelholt, Lyngby, DENMARK 
Okkels, Jens Sigurd, Vedbaek, DENMARK 
Anderson, Kim Vilbour, Copenhagen, DENMARK 



NUMBER 



KIND 



DATE 



PATENT INFORMATION: US 2005222389 A1 20051006 

APPLICATION INFO. : US 2004-756813 A1 20040112 (10) 

RELATED APPLN. INFO.: Continuation of Ser. No. US 2003-389283, filed on 14 

Mar 2003, ABANDONED Continuation of Ser. No. US 
2002-190414, filed on 3 Jul 2002, ABANDONED 
Continuation of Ser. No. US 2000-611234, filed on 6 Jul 
2000, ABANDONED 



PRIORITY INFORMATION: 





NUMBER 


DATE 




DK 


1999-988 


19990707 




DK 


1999-1196 


19990827 




DK 


2000-339 


20000302 




DK 


2000-804 


20000518 




US 


1999-160693P 


19991021 


(60) 


US 


2000-189503P 


20000315 


(60) 


US 


2000-207793P 


20000530 


(60) 



DOCUMENT TYPE: 

FILE SEGMENT: 

LEGAL REPRESENTATIVE: 

NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 

LINE COUNT: 



Utility 

APPLICATION 

MAXYGEN, INC., INTELLECTUAL PROPERTY DEPARTMENT, 515 
GALVESTON DRIVE, RED WOOD CITY, CA, 94063, US 
24 
1 

3150 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



L2 ANSWER 3 OF 72 USPATFULL on STN 
TI Poxvirus with targeted infection specificity 

AB The present invention concerns a poxviral particle having a targeted 

infection specificity conferred by an heterologous ligand moiety present 
at the surface of said poxviral particle and capable of specifically 
recognizing and binding to an anti-ligand molecule localized at the 
surface of target cells. The present invention further relates to a 
vector comprising a nucleotide sequence encoding a chimeric polypeptide 
including such an heterologous ligand moiety and all or part of a 
natural poxviral surface polypeptide. The present invention additionally 
concerns compositions comprising said poxviral particle or said vector 
as well as their use for therapeutic and prophylactic purposes. The 
invention is of very special interest in gene therapy applications, in 
particular in preventing or treating cancer in mammals 
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L2 ANSWER 4 OF 72 USPATFULL on STN 

TI Use of p97 as an enzyme delivery system for the delivery of therapeutic 

lysosomal enzymes 

AB The present invention provides for compositions and methods for 

treating, ameliorating or preventing a lysosomal storage disease by 
administering to a patient suffering from a lysosomal storage disease a 
P97 conjugated with an enzyme which is capable of transportation into 
the lysosomes of cells on either sides of the blood brain barrier. 
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L2 ANSWER 5 OF 72 USPATFULL on STN 

TI Modified plasminogen inhibitor type-1 and methods based thereon 

AB The present invention is based upon the discovery that modified 

plasminogen activator inhibitor type-I (PAI-1) in 

which two or more amino acid residues that do not contain a sulfliydryl 
group have been replaced with amino acid residues that contain a 
sulfhydryl group and, therefore, forms intramolecular 
disulfide bonds, have increased in vivo half-life. Also disclosed are 
the modified PAI-1 proteins, derivatives and analogs 
thereof, specific antibodies, nucleic acid molecules and host cells. 
Methods for producing modified PAI-1, derivatives 
and analogs are also provided. The invention further relates to 
Therapeutics, pharmaceutical compositions and method of using the 
composition for treatment. The invention may be used to inhibit 
angiogenesis in a siabject, thereby treating diseases or conditions 
associated with undesired angiogenesis and cell proliferation. Such 
conditions include psoriasis, chronic inflammation, tumor invasion and 
metastasis invention are useful for the treatment, prophylaxis, 
management and amelioration of cardiovascular diseases such as, but not 
limited to those that are related to hyerf ibrinolysis , hemophilia, and 
vessel leakage syndrome. 
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L2 ANSWER 6 OF 72 USPATFULL on STN 

TI Cancer treatment methods using selected antibodies to aminophospholipids 

AB Disclosed are surprising discoveries concerning the role of anionic 

phospholipids and aminophospholipids in tumor vasculature and in viral 
entry and spread, and compositions and methods for utilizing these 
findings in the treatment of cancer and viral infections. Also disclosed 
are advantageous antibody, immunocon jugate and duramyc in -based 




compositions and combinations that bind and inhibit anionic 
phospholipids and aminophospholipids, for use in the safe and effective 
treatment of cancer, viral infections and related diseases. 
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TI Cancer treatment methods using selected immunoconjugates for binding to 

aminophosphol ipids 

AB Disclosed are surprising discoveries concerning the role of anionic 

phospholipids and aminophosphol ipids in tumor vasculature and in viral 
entry and spread, and compositions and methods for utilizing these 
findings in the treatment of cancer and viral infections. Also disclosed 
are advantageous antibody, immunocon jugate and duramycin-based 
compositions and combinations that bind and inhibit anionic 
phospholipids and aminophosphol ip ids , for use in the safe and effective 
treatment of cancer, viral infections and related diseases. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

ACCESSION NUMBER: 2005:150785 USPATFULL 

TITLE: Cancer treatment methods using selected 

immunoconjugates for binding to aminophosphol ipids 
INVENTOR(S): Thorpe, Philip E., Dallas, TX, UNITED STATES 

Ran, Sophia, Riverton, IL, UNITED STATES 

NUMBER KIND DATE 



PATENT INFORMATION: US 2005129696 A1 20050616 

APPLICATION INFO. : US 2003-642065 A1 20030815 (10) 

RELATED APPLN. INFO.: Continuat ion- in-part of Ser. No. US 2003-621269, filed 

on 15 Jul 2003, PENDING 

NUMBER DATE 



PRIORITY INFORMATION: US 2002-396263P 20020715 (60) 

DOCUMENT TYPE: Utility 

FILE SEGMENT: APPLICATION 

LEGAL REPRESENTATIVE: WILLIAMS, MORGAN & AMERSON, P.C., 10333 RICHMOND, SUITE 




1100, HOUSTON, TX, 77042, US 

NUMBER OF CLAIMS: 23 

EXEMPLARY CLAIM: 1 

NUMBER OF DRAWINGS: 53 Drawing Page(s) 

LINE COUNT: 13046 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

L2 ANSWER 8 OF 72 USPATFULL on STN 

TI Cell surface tropomyosin as a target of angiogenesis inhibition 

AB The present invention is directed to novel methods for inhibiting 

angiogenesis and treating tumors and cancer by targeting tropomyosin 
(Tpm) expressed on the surface of endothelial cells and/or tumor cells, 
to Tpm polypeptides and peptides, as well as variants and derivatives 
thereof that bind inhibitors of angiogenesis, and to anti-Tpm antibodies 
that block or stimulate angiogenesis. Cyclic peptides that bind to the 
D5 subunit of HK.siab.a and inhibit angiogenesis are also included. 

Method for screening test compounds as candidate antiangiogenic molecule 
that binds to Tpm are disclosed, as are affinity ligands comprising the 
proteins, peptides, variants and derivatives of the invention. 
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TI Antibody conjugate methods for selectively inhibiting VEGF 
AB Disclosed are antibodies that specifically inhibit VEGF binding to only 
one (VEGFR2) of the two VEGF receptors. The antibodies effectively 
inhibit angiogenesis and induce tumor regression, and yet have improved 
safety due to their specificity. The present invention thus provides new 
antibody-based compositions, methods and combined protocols for treating 
cancer and other angiogenic diseases. Advantageous immunocon jugate and 
prodrug compositions 
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L2 ANSWER 10 OF 72 USPATFULL on STN 

TI Imaging the activity of extracellular protease in cells using mutant 

anthrax toxin protective antigens that are cleaved by specific 
extracellular proteases 

AB This . invention pertains to methods for imaging the activity of 

extracellular proteases in cells using the anthrax binary toxin-system 
to target cells expressing extracellular proteases with mutant anthrax 
toxin protective antigens (uPrAg) that bind to receptors on the cells 
and are cleaved by a specific extracellular protease expressed by the 
cells, and ligands that specifically bind to the cleaved p.PrAg and 
are linked to a moiety that is detectable by an imaging procedure. The 
p.PrAg proteins used in the methods comprise a protease cleavage site 
that is cleaved by a specific extracellular protease and is in place of 
the furin cleavage site of the native PrAg. The methods are useful for 
diagnosing and treating diseases and undesirable physiological 
conditions correlated with the activity of extracellular proteases, and 
for optimizing the therapeutic efficacy of drugs used to treat such 
diseases and conditions. 
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L2 ANSWER 11 OF 72 USPATFULL on STN 
TI Antibody kits for selectively inhibiting VEGF 

AB Disclosed are antibodies that specifically inhibit VEGF binding to only 

one (VEGFR2) of the two VEGF receptors. The antibodies effectively 
inhibit angiogenesis and induce tumor regression, and yet have improved 
safety due to their specificity. The present invention thus provides new 
antibody-based compositions, methods and combined protocols for treating 
cancer and other angiogenic diseases. Advantageous immunocon jugate and 
prodrug compositions and methods using the new VEGF-specif ic antibodies 
are also provided. 
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TI Methods for imaging tumor vasculature using conjugates that bind to 

aminophosphol ipids 

AB Disclosed is the surprising discovery that aminophosphol ip ids , such as 
phosphatidylserine and phosphatidylethanolamine, are specific, 
accessible and stable markers of the luminal surface of tumor blood 
vessels. The present invention thus provides aminophosphol ipid- targeted 
diagnostic and therapeutic constructs for use in tumor intervention. 
Antibody- therapeutic agent conjugates and constructs that bind to 
aminophosphol ipids are particularly provided, as are methods of 
specifically delivering therapeutic agents, including toxins and 
coagulants, to the stably-expressed aminophosphol ipids of tumor blood 




vessels, thereby inducing thrombosis, necrosis and tumor regression. 
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TI Compositions comprising phosphatidylethanolamine-binding peptides linked 

to anti-viral agents 

AB Disclosed are surprising discoveries concerning the role of anionic 

phospholipids and aminophospholipids in tumor vasculature and in viral 
entry and spread, and compositions and methods for utilizing these 
findings in the treatment of cancer and viral infections. Also disclosed 
are advantageous antibody, immunoconjugate and duramycin-based 
compositions and combinations that bind and inhibit anionic 
phospholipids and aminophospholipids, for use in the safe and effective 
treatment of cancer, viral infections and related diseases. 
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TI Human kininogen D3 domain polypeptide as an anti -angiogenic and 
anti -tumor agent 

AB Human kininogen domain 3 (HK-D3) polypeptides and biologically active 

variants and derivatives of HK-D3 are anti-angiogenic. These molecules 
are used to inhibit angiogenesis or treat a disease or condition in 
which angiogenesis is pathogenic. Because of their anti -angiogenic 
potential, these molecules are useful in the treatment of cancer by 
inhibiting or reversing the growth of primary or metastatic tumors. 
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TI Megalin-based delivery of therapeutic compounds to the brain and other 
tissues 

AB The present invention is directed to a methods and compositions for 
receptor mediated drug delivery, particularly across the blood-brain 
barrier. 
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aminophosphol ipids 

AB Disclosed are surprising discoveries concerning the role of anionic 

phospholipids and aminophosphol ipids in tumor vasculature and in viral 
entry and spread, and compositions and methods for utilizing these 
findings in the treatment of cancer and viral infections. Also disclosed 
are advantageous antibody, immiinoconjugate and duramycin-based 
compositions and combinations that bind and inhibit anionic 
phospholipids and aminophosphol ipids , for use in the safe and effective 
treatment of cancer, viral infections and related diseases. 
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of therapeutic compounds to the brain and other tissues 
AB This invention provides compounds of conjugates of therapeutic or active 
agents with RAP or a RAP polypeptide, their pharmaceutical compositions 
and methods for using the such compounds and compositions in the 
diagnosis, prophylaxis, or treatment of diseases and conditions, 
including particularly diseases of the central nervous system or 
lysosomal storage diseases. 
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AB Disclosed are surprising discoveries concerning the role of anionic 

phospholipids and aminophospholipids in tumor vasculature and in viral 
entry and spread, and compositions and methods for utilizing these 
findings in the treatment of cancer and viral infections Also disclosed 
are advantageous antibody, immunoconjugate and duramycin-based 
compositions and combinations that bind and inhibit anionic 
phospholipids and aminophospholipids, for use in the safe and effective 
treatment of cancer, viral infections and related diseases. 
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TI Peptides which target tumor and endothelial cells, compositions and uses 

thereof 

AB The present invention relates generally to peptide analogs of 

AC--PHSCN--NH. sub. 2 which target tumor and endothelial cells and have 
anti-tumor, anti-angiogenic and anti-metasastic activity, methods of 
making these peptides, compositions thereof and methods of using these 
peptides and pharmaceutical compositions thereof to treat, prevent and 
detect diseases characterized by tumor growth, metastasis and 
angiogenesis. The peptide analogs may serve, inter alia, as carriers of 
radioactivity, PET-active compounds, toxins, fluorescent molecules and 
PEG molecules. 
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TI Combinations and kits for cancer treatment using selected antibodies to 

aminophosphol ipids 

AB Disclosed are surprising discoveries concerning the role of anionic 

phospholipids and aminophosphol ipids in tumor vasculature and in viral 
entry and spread, and compositions and methods for utilizing these 
findings in the treatment of cancer and viral infections. Also disclosed 
are advantageous antibody, immunoconjugate and duramyc in -based 
compositions and combinations that bind and inhibit anionic 
phospholipids and aminophosphol ipids , for use in the safe and effective 
treatment of cancer, viral infections and related diseases. 
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